Introduction

43
Recent research has begun to elucidate the perturbations of central nervous system regulators of 44 homeostatic functions including reproduction and energy homeostasis by endocrine-disrupting 45 compounds (EDCs). These two functions are controlled, in part, through the hypothalamus, 46 which is regarded as a key brain region integrating hormonal control of energy homeostasis and and to inputs from the hindbrain to integrate sensory attributes, motivated behaviors, feeding, 55 and reproduction (5-10).
56
The effect on energy homeostasis from developmental exposures to common EDCs has 57 potential relevance in the increase in childhood and adulthood obesity in the industrialized world. the range in ages is ~20 days.
158
In order to determine the organizational effects of EDCs, we chose to treat the animals during were analyzed using the ΔΔC T method, where C T is cycle threshold (59;60). (See Figure 3A) . These three genes were Htr2c, Cck2r and Adipor1. Grm5 (See Figure 3B ). Igf1 (insulin growth factor 1) and Agrp (agouti-related peptide) were 298 suppressed by the low dose of BPA (p<0.05). Bdnf (brain-derived neurotrophic factor), Chrm3
299
(acetylcholine muscarinic receptor 3) and Grm5 (metabotropic glutamate receptor 5) were 300 significantly suppressed by the high dose of BPA (p<0.05). All eight genes were examined again 301 in the ARC samples generated from Experiment #2. Gene expression of Ht2cr, Cck2r, and Adipor1 was suppressed in the ARC by BPA treatment.
306
Data were analyzed using a one-way ANOVA (cut-off at p ≤ 0.01) within each gene followed by although the same dose of BPA had no effect on Agrp expression in Experiment #1 ( Figure 4F ).
344
EDC treatment also augmented Igf1 expression in the ARC (ANOVA: p≤0.001, df=5, F=4.392). hypothalamus due to EDC exposure may contribute to the dysregulation of puberty or cyclicity.
436
Receptors for two peptide hormones, adiponectin receptor 1 (Adipor1) and cholecystokinin 437 receptor 2 (Cck2r), were significantly regulated in Experiment #1. However, in Experiment #2,
438
there was no effect on Cck2r expression in the ARC. This inconsistency in gene regulation may
439
indicate that the effects of BPA and EDCs on Cck2r gene expression are age-dependent (do not 440 last past PD60), or may be ameliorated by adult influences on developmental programming.
441
Conversely, the adiponectin receptor was consistently regulated in the ARC by EDC exposure.
442
Adiponectin is an adipocyte peptide hormone and is highly expressed in lean animals to control 
